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DEEMED 

CENTRAL FAX CENTER 

AUG 0 1 2005 

AHPWA25A.USA 

AMENDMENTS TO THE CLAIMS 

This listing of claims will replace all prior versions, and listings, of claims in the 
application: 

Listing of Claims: 

1 (Currently Amended). A method of inducing contraception comprising the 
step of delivering to a female of child-bearing age a composition comprising a compound 
of formula I or formula n r or a tautomor thereof, in a regimen which involves delivering a 
pharmaceutical^ effective amount of one or more of a selective estrogen receptor 
modulator to said female, wherein formula 1 H_is: 




wher e in: 

R^-ai^R ^e - indep e ndent oubstituonts s elected fromthoffloup consisting of - ft ? 
€ i to olkyl, oubstitutod C i4e-€ fr allcyl, C A to C 6 nlk o nyl, C^ 4e-C g oyoloalkyl, phenyl, 
and thiophene; 

erf^ad-R 3 or e fus e d to form a carbon bas e d 3 to 8 momber e d saturat e d 
spirocyclio ring; 
R 3 %*fe 

R H; 

R ^ ig sel e ct e d from tho - group consisting of (i) and (ii): 
Q a gubfltitutod boneeno ring having the structur e : 
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X is Goloctod from tho group oonoicting of faalogon, CN, G^-to-G* alky^ 
gubotitutod G 4 . to G* afeytrG^ to alkoxy, N0 3 , aa dr ^ 4^€3- ^uoroal lQ 4; 

¥- and Z ore independ e nt o ubgtjtuento ^.to o ted from the group conaigtmg - o f 
II, halogen, CN, N0^ 4^ttwy^4» ^cyl, and oubotitat c d C»4^4rifcjfr«ri 

(ii) a fiv e or-six m e mborcd carbon based heterocyclic ring having in its 
backbone I hotcroatom aelcctod from tho group oemoisting of 0, S, and NR* and having 
e ao or two indep e nd e nt subotituontfl selected from tho group consisting of H, halogen, 
0^ r e 4 4 e _g 4 aiky^ and aubotituted G i4e^4HiBfiytT 

R 4 4s n9olcctod from th e groiip ^ eonsigting of K, Ci -te-G ^ otkyl, and Ci-te 

Q + 4^ 

and formula II is* 




n 



wherein: 

R r is selected from the group consisting of methyl, ethyl, and trifluoromethyl; 
R r is selected from the group consisting of methyl, ethyl, and trifluoromethyl; or 
R r and R 2 ' are joined to form a spirocyclic ring containing 3 to 7 carbon atoms; 

and 

R 3> is soloctod from - the group conDioting of Cj to C4 alkyl; 
or a pharmaceutically acceptable salt, tautomer, metabolite, or prodrug of formula! e* 
formula II. 

3 
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2(Currently Amended). The method according to claim 1, wherein said 
compound of formula I o^fommla II and said selective estrogen receptor modulator are 
delivered in a single composition. 

3(Currently Amended). The method according to claim 1, wherein said 
compound of £*m*la4 ©^formula H and said selective estrogen receptor modulator are 
delivered separately. 

4(OriginaI). The method according to claim J , wherein said selective estrogen 
receptor modulator is selected from the group consisting of EM-800, EM-652, raloxifene 
hydrochloride, arzoxifenc, lasofoxjfene, droloxifene, idoxifene, levoimeloxifene, 
centchroman, nafoxidene, tamoxifen citrate, 4-hydroxytamoxifen citrate, clomiphene 
citrate, toremifene citrate, pipendoxifene, and bazedoxifeoe. 

5(Original)> The method according to claim 1 , wherein said compound is 
delivered at a daily dosage of about 0.1 to about 50 mg. 

6(Original). The method according to claim 1 , wherein said regimen comprises 
delivering said composition daily for 1 to about 21 days, wherein said regimen is a cycle 
which is repeated monthly. 

7(Currentl.y Amended). Them The m ethod according to claim 1, wherein 
said selective estrogen receptor modulator is delivered at a daily dosage of about 0.2 to 
about 100 mg. 

8-24(Canceled). 

25(Currently Amended). The method according to claim 1 whereio said 
compound of formula I is selected from the group consisting of 6 (3 Ch l oroph e nyl) 4/1 
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d imethyl 1,1 dihydro bonzo[d][l,3] u x i b M n 2 thiono, 4 (1/1 Dimethyl 2 thioxo M 




;o[d] [l, 3]oxazki 6 - yl) thiopbejio 2 cartonitrilo, 3 (1,4 Dimethyl 
■ 2I - I bott£o[d][V3]o^Qgin 6 yl) 5 fluoroboflaonitrile, 3 frH Dimethyl 



2 -tli i u x u M d ihyd r o 211 bonzo[d][l / ^Q7cazin (5 yl) benaonitril e , 6 ( 3 fluorophcnj i) 



methyl 1,4 dihydro 21 1 3,1 bon z ox czi no 2 thiono, 5 (1,1 Dimethyl 2 thioxo 1,1 



diliydro 21 1 3,1 bonzoxazin 6 yl) 4 m e thylthiophcmo 2 earbonitrilo, tort Butyl 2 c j yaH e - 
5 ( 4 ,4 dimothyl 2 thioxo 1,4 dihydro 21 1 3, 1 b e nzoxazin 6 yl) HI pyrrole 1 



j iyrrolo 



^g* 4in 



1- 



oarboxylnte, - g (1,4 Dimothyl 2 thioxo 1,1 dihydro 2H 3,1 bo a soxazin 6 yl) 1H 
2 carbonitrilo, [6 (4/1 dimothyl 2 thioxo 1,1 dihydro 2H 3,1 bepzoxazin 6 yl) 
2~yl]aootonitrilo, 5-(4,4-Dimethyl-2-thioxo-l ,4-dihydro-2H-3>l-benzoxazm-6-yi)- 
methyl-lH-pyrrole-2-carbonitriie, 5 (1,4 dimothyl 2 th i oxo 1/1 dihydro - 2H 3,1 
bonzoxajgin 6 yl) 1H pyrrol e 2 carb o thiamid e , 5 (4,4 Dimgthyl 2 - thtoxo 1,4 dihydro 
SH-b o a£ K) [ d ][l 7 33 o xazi n 6 yl) thj.ophonc - 3 ■ corbotiitrile, and 5-(4,4-dimethyl-2-thibxo- 
l,4-dihydro-2H-3,l-benzoxa7Jn-6-y^ 

2 thioxoopiio[1H 3,1 ■ benzoxazin 4,1 oycloboxan] 6 yl) 2 thiophonogorbonitril e y 
Dim e thyl 2 thioxo 1,1 dihydro 2H 3,1 bonzoxozin 6 yl) 2 fluorobenzonitril e ; - 6 ^^ 



Bromopyridin 3 yl) 4, 4 dimethyl - 1, 4 dihydro 2H 3,1 bemzoxozine 2 thiono, 6 (3 - 



Chloro 5 fluorophonyl) 1,1 dimothyl 1,4 dihydro 2H 3,1 boncoxozine 2 thiono, 
Dromo 5 mothylphcniyl) 1,1 dimethyl 1,1 dihydro 2H 3,1 benzoxozine 2 thion^ 



Bromo 5 trifluorom o th ox yphonyl) 4,4 dimothyl 1,4 dihydro 2H 3,1 bonzoxazinfr 



thiono, 3 (1,2 Di.hydro 2 thioxoopiro[4H 3,1 benzoxozfaio 4,1 oyclohexan] 6 yl) 
fluorobonzonitrilo, 3 (1,1 Dimethyl 2 thioxo 1,4 dihydro 211 3,1 benzoxazin 6 jfl) 5 
mothylbonzonitril e , 6 (3,5 Diohlorophcnyl) 1,1 dimethyl 1,4 dihydro 2H 3,1 
feeazexa gmo 2 thion e , 5 (1,1 Dimethyl 1,2 thioxo 1,4 dihydro 2 H 3 ,1 b e nzoxafo 



yl)-3- 



yl)igophthQlonitri1 e , 5 <1,1 Dimethyl 2 thioxo 1,1 dihydro 2H 3,1 benzoxazin 6 
fiironitrilo, 4,4 Diethyl 6 (3 nitrophenyl) 1,1 dihydro 2H 3,1 bcmgoxagino - 2 - thiAn. e , 6 



(3 - CMotophanyl) 4 methyl 4 phenyl 1,1 dihydro 2H 3,1 b e nzoxazino 2 thiono, 



4 - Allyl 



6 (3 chlorophonyl) 4 methyl 1,4 dihydro 2H 3,1 bcmzoxazino - 2 - thion e , 3 Chlorp 5 (4,1 
dimothyl 2 thioxo 1,1 dihydro 2H 3,1 benzoxazin 6 yl)benzonitrilo, 6 (3,5 
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D ifl uorophcttyl) U dimethyl M dihydro 2H 3,1 bamsojcarinc 2 thionc, 6 (3 Fluor o ^ - 
m uUiuJ iy p hcu i yl) M ^methyW dihydrp 2H - 3.1 bcngoxonino 2 thiopo, 3 (4,4 ■ 
B imcthyl 2 thi u xo M dihydro 2H 3,1 beagexagm 6 yl) 5 mcrthottybonzonitrilo, 6 (3 
F l uorophcnyl) 4,1 dimethyl 1,4 dihydro SH 3,1 bemzoxoz i no 2 thiono,6 [3 Fluor o 5 ■ 
(t rifluoromethyl)phonyl] 4,4 d i mothyl M dihydro 2H 3,1 b cui Eoxauno 2 tbiono, 6 (? 
Fluorophcnyl) 4,4 dimothyl 1, 4 dihydro 2H 3,1 b n fi 7o xazmo 2 thiono,6 (3,1 
Difluorophonyl) M dimothyl 1,4 dihydro 2H 3,1 bonz e xazino 2 thkroo, 6 (1 
Fluorophcnyl) 4 /1 dime th yl 1,1 dihydro 2 1 1 3,1 brazoxozmo 2 thionc, 3 (1, 1 Dimo t hyl 
2 thioxo 1,1 d i hydro 2H - 3,1 benzox - aein 6 yl) 4 fluorobonzonitrile, 6 (2 - ,3 
Difluorophonyl) 4,4 dimothyl 1,1 dihydro 211 3,1 bcnzoxc L zino 2 thiono, 3 (8 Btomo- 
4-4 dim e thyl 2 thioxo 1,4 dihydro 2H 3,1 bcnzoxozin 6 yl) 5 fluorob D nzorritril e , 4,4 
Dimothyl 6 - (3 nitrophonyl) 1, 4 dihydro 2H 3,1 bon g oxnzino 2 thion e , 6 { 3 - 
Chlo ro phcnyl) 1,1 diethyl 1,1 dihydro 2H 3,1 bongoxosino 2 thion e , 6 { 3 - 
Methoxyphcnyl) 4 , 4 dimothyl M dihydro 2H - 3,1 bonzoxozine 2 thiono, 6 (2 
Chlorophanyl) 4,1 dimothyl 1,4 dihydro 2H 3,1 benzoxagine 2 thiono, 1 Benzyl 6 (3 - 
chlorophonyl) -4 m e thyl 1,1 dihydro 2H 3,1 bttxgoxazino 2 - thiono, 6 (3 Bromo 5 
■ fluorophcnyl) 1,4 dim e thyl M dihydro 211 3,1 bonaoxazino^thiono, 5 (4,1 Dim e thyl 
2 thioxo 1,4 dihydro 2H 3,1 bonzoxazin 6 yl ) thiophcno 2 corbonitrilo, 3 Fluoro 5 (8 
fluoro 4,4 dimethyl 2 thioxo 1,4 - dihydro 2H - 3,1 benzoxazin 6 yQbonzonitrile, 3 (1,2 - 
Dihydro 2 - thioxosp i yo[4H 3,1 bonzoxazine 4 ,1 oycloh e xan] 6 ylfoonzonitrilG, 5 (1,2 
Dihydro 2 thioxoopiro[ 4 H 3,1 b e nzoxagino 4,1 cyoloh e xati] 6 yty - 4 methyl 2 
t h iophonocarbonitril e , 5 (1,2 Dihydro 2 tbio - x - eopiro[ 4 H 3,1 bonzoxozino 4,1 
oyoloh e xon] 6 yl) 2 thioph e necorbonitril e , 6 (3 Ch l oro 4 fluoroph e nyl) - 4, 4 dimothyl 
1,4 dihydro 2H 3,1 bonzoxnzino 2 thiono, 5 (4,1 Dimothyl 2 thioxo 1,1 dihydro 2H - 
3 ,1 bengoxatin 6 yl) 4 propylthiophone - 2 corbonitrilo, 4 (4,4 Dimothyl 2 thioxo 1,4- 
dihydro 2H 3,1 bonzoxagin 6 yl) 2 ■ furonitrile, 1 Butyi 5 (1,1 dimothyl 2 thioxo 1,1 
dihydro 2H 3,1 benzoxasin 6 yl)thiophonQ 2 carb o nitrilo, 6 (3 Br o mophcnyJ) 4,4 
dimethyl \,4 dihydro 2H 3 ? 1 bonzox a zine 2 thio.no, and 2 (1,4 Dimothyl 2 - thioxo 1,4 
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dihydro 2H 3,1 brozoxagfa fi yQthiophene 3 oorbcmitril e , or a pharmaceutical^ 
acceptable salt, tautomer, metabolite, or prodrug thereof. 

26(Canceled). 

27(Currently Amended). The method according to claim 4H, wherein said 
compound of formula II is selected from the group consisting of: 5-(4-efhyl-4-methyl-2- 
thioxo-1 ,4-dihydro-2H-3 , 1 -ben zoxazin-6-yl)- 1 -methyl- 1 H-pyrrol e-2-carbonitrile, 5-(4,4- 
diethyl-2-thioxo-l ,4-dihydro-2H-3 J-benzoxazin-6-yl)-l -methyl-lH-pyrrole-2- 
carbonitrile, i-methyl-5-(24hioxo4 5 2-dft^^ 

yl)-l H-pyrrole-2-carbonitrile, 1 -methyl-5-(2-thioxo^ 5 2Hlfliy<kospiro[3 5 l-bciizoxazine- 
4,1 '-cyclohexan]-6-yl)-lH-pyrrole-2-carbonitrile s l~methyl-5-(2-thioxo-l,2- 
dihydrospiropj-brozoxarin^ 

mefliyl-542-thioxo-4 7 4-bis(trifluo 3,l-benzoxazine-6-yl]-lH- 
pyrrole-2-carbonitrile, and prodrugs, metabolites, and phaimaceutically acceptable salts 
thereof. 

28(Currently Amended). A pharmaceutical kit useful for inducing 
contraception, said kit comprising a compound of formula I or formula II and at least one 
selective estrogen receptor modulator, wherein formula I is: 




* if 



wherein? 

R*~aad-R* are ind e pe n dent substituonto oolcct e d from the group - o o nsioting of H, 
G»4»-Gg allcyl, oubotitutod Ci -tgHG s aUcyl ^ G± to C b alkonyl, to G* oycloalltyl, phenyl 
and thiophcne; 
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eril*«a4ft a g x e fimod to form a carbon baood 3 to 8 moroborod saturat e d 
spirooyolio rin& - 

R*-*4£ 

R 4 4*Sj 

R 5 io solooted from th e group consisting of (i) and (ii): 

(i) a substituted bonaono ring ha vi ng tho ntruotur e : 




X io ooloot e d from - thc group consisting of balogon, CM, Ci -te-Gg-elkyk 
subotitutod to Q olkyl, to Q allcoxy, NOj, and C ^-4^6» j)Qrfluoroalkyl; 

Y and Z aro ind e pendent oub3tituontg oolooted from tbo group consisting of 
II, ha l ogon, CM, NOa, C± to Q oltoxy , G + to C»nllcyl , and irobstitttted€4 .4e^»ftftS*r*^ 

(ii) a fivo or oix momboro 4 <3Qrbon basod heterocyclic ring having in its 

backbone 1 heteroatom o e leoted from tho group consisting of 0, S, ond - lflR 6 - and having 
on e or t wo indopond o nt Q ub o titu e nta c o l o ctod from th e group conoiatmg of H, halogen, 
gNrG^-te-Cv alkyl, and substitut e d €+ 4e^ 4 -*&yH 

R 6 is ocloctod from the group consisting of H, C 4.-te-Gjr alkyl g and C^-te 

€ 4 CQioBcyl; 

Q*4s-S* 

afid-formulallis: 




PAGE 9133 * RCVD AT 8/1/2005 4:13:39 PM [Eastern DayGgtit Time] 1 S VR: USPTO-EFXRF-6/25 * DNIS:27$3Q0 * CSID:2155405818 * DURATION (mm-ss):08-18 



88/01/2085 15:15 2155405818 



HOWSON AND HOWSQN 



PAGE 18/33 



AHPW A25 ATJS A 




n 

wherein: 

R r is selected from the group consisting of methyl, ethyl, and trifluoromethyl; 
R r is selected from the group consisting of methyl, ethyl, and trifluoromethyl; or 
R r and R 2 ' are joined to form a spirocyclic ring containing 3 to 7 carbon atoms; 



and 



R 3 is d to C 4 alkyl; 



a&4 or_a. pharmaceutically acceptable salt, tautomer, metabolite, or prodrug thereof 

29(Currently Amended). A contraceptive regimen comprising the periodic 
and discontinuous delivery of a compound of formula I - eg formula I I, or a tautom e r 
fecFoef T and a pharmaceutically effective amount of one or more of a selective estrogen 
receptor modulator to a female of child-bearing age, wherein formula I io: 




R 4 



H LLUu. VJULA« 

R 4 ^4j^ a arc independent aubstituonts s e l e cted from the group consisting of H, 
gyje-G s ftfeyh substituted C ^e-G ^ rifey^ to -€ 6 - allceny1, substituted to C<3 allc e nyl, 
€a4e-Q alltynyl, substituted Ca to G 6 alkynyi, to C* cycloalkyl, subatituted d to C& 
cycloaUcyl, oarbon based hotorocyolio ring having in itJ bookbon e 1 to 3 hotoroatoms, 
substituted coibon based heterocyclic ring having in its backbone 1 to 3 hotoF e atomo, 
€OR A , ondNR *€QR A i 
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e^'-gpA-R^arc fugod to form a ring oolootod from the group consisting of a), b) 
and c), wh e re is- said ring io optionally oubotitut e d by from 1 to 3 subotitumtfl colcoted 
from tho - group conoioting of H and to C3 alkyty 

a) a oorbon ba o od 3 to 8 mombored qaturato A apirocycl i c rin g; 

b) a carbon baood 3 to 8 mombcrod gpirooyolio ring having one ot more 
carbon oorbon double b o ndo; and 

e) a 3 to 8 m e mber e d gpirooyolio ring having in ita backbone one to thre e 

hctoroatoras select e d from the group consisting of O, S - and N; 

R A io oolootod from th e group - e e ndsting of H, C ^4e-G^" allcyl 3 oubotitutod C^ 4e-G^ 

alleys oryl, substituted aryl, Ci -to-g ^ alkoxy, oubotitutod C+ to Q alkoxy, amino, Crte-G* 
aminoalkyl, and oubstitut e d C^ -to-G ^ aminoallcyl; 

-R B 4 s - 3oleoted from tho group conoioting of H, C^ -te-G ^ aUcyl, and oubstitut e d C+-te 

45yalky 1 5* 

io oolootod from th e group conoioting of OH, NHa, Ci -te-Gs-aHsyl? 

substitutod -e44e-€ 4 alkyl, to Q> alkonyl, oub o tituted Cr te-G * alkonyl., al k ynyl, 
subotitutod - alkynyl, and COR f 

R G - i9 select e d from tho group conoioting of H 7 C± -te-G * alkyl, oubotitutod G^ -te-€ 4 

alkyl, aryl, substituted atyl, G+ to C 4 alkoxy, oubstituted Ci 4e-G A alkoxy, G rfee~G 4 




aminoalkyl, and oubotitutod G4 .4e-€4 

R 4 4 s - sok>oted from the group consioring of H , halogen, CN, NOa, C 4.-*e-G 6 alkyl, 
oubotitutod Ci rte-G t alkyl, d. to alkoxy^fiabotitutod C rte-G^i 
aminoalkyl, and substituted to Cg aminoalkyl; 

R 4 i s s e l e ct e d from tho group consisting of (i) and (ii): 
(i) a oubotitut o d bonzono ring having th e structure: 




X is s e l e ct e d from th e group consisting of halogon, CN, Cj .4e45^ a l kyl ; 
v4e-G^ alkyl, to alkoxy, substituted C^ -to-G ^ alkoxy, C ^-fee-^ 
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frioafe yl, substituted C^4e-C^-fe^ky^-^^ pfldnoalkyl, oubstituted G *-**6» 
ammoiilkyt rNQ^ ^ to p e rifaoroaJkyl , substituted Ci to C^ p crfluoroalkyl, 5 or 6 
rae mbcred carbon baood hoten^clk ring having in ito bac k bone 1 to 3 hetaroatoms, 
substituted 5 or 6 mombcrcd carbon based heterocyclic ring having in ito backbone 1 to 3 
hotcroat o ms, CO^ rOeO^t^^GQR^ 

R 9 - ig s e l e ct e d from the group consisting of H, Q. to Q , alky), substitut e d 
GrtfrG * alkyl , a n /1, substituted oryl; C »4fr^- <akoxy, subafe uted-G i to CU olkoxy, C yte 
Gj ^mino alkyl, and - substitut e d C+ to Gj, aminoalkylv 

R s - 4a sel e ctod from tho group cons iot ing of H, G4 -4e-G a alkyl., - and 

substituted C+ to Cj, alkyl; 

Y and Z are independent oubotitu o ntQ colc o tod from tho gro e p consisting o f 
H, halogen, CM, NO^, Gyte^ydk&xfi substituted d to dkoxy s - C 4 ^G4-^M? 
sub oti tutcd C4 .-tg-€ 4 .aBg4r€4'4e ^ thioalkyl, and oubotituted Gy ie-Gg . thioalkyly aad 

£i} a fiv e or aix niombcrcd carbon basod heterocyclic ring having in ito 

ba&kbofl e- l, - 2, or 3 hotaroatoma soleoted from tho group consisting of O, S , SO, SO aragd 
NR 4 and having one qt two indopondent substitu e nts select e d from th e group oonsisting 
of H, halogen, C N, NCte -G^te^ aUgy^ oubotitut e d Gyje^-afeyM^ to alkoxy ? 
substituted to Gg alkoxy - , -G +4 e ominoalkyl, substituted to aminocdkyl, 
Gy-pegflaeg oalkyl, subotitutod C4 .-4e-G » perfluoroalkyl, 5 or 6 memb e t e d carbon based 
hotorocyolio ring having tn its - baokbon e 1 to 3 hotoroatoms, substitut e d 5 - or 6 member e d 
carbon based h e t e rocyclic ring having in its backbone 1 to 3 h e t e roatoms, "Cy te-Ga. 
thioalkyl, substituted Ct - to - Ci thioalkyl, COR F , and >tR G GGR F f 

R f is so l ootod from th e group con sis ting - of H, Ci to C» alkyl, substituted 
Q4e_Q ^ alkyl, aryl,. substituted aryl, Ci ^e-G yalkoxy, substitut e d C *4e-Gi alkoxy, CHe 
G 3 atoinoalkyl, and oubotitut e d to aminoa lky t ■ 

R 6 - ia - soleet e d from th e group consisting of H, C jHfee-Gg , alkyl v an d 

substituted C4 to C3 alky]; 

R ^ 4e- 9<Acoted from th e group consisting of H, C4 to Cy alkyl, and C+ -te 

^ VjJ**AO» J 
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-Q*4&-sete Qtod from th e group consisting of S, MR*, and CR* R*f 



^— — R ? 4< a scloctod from the group con s isting of CN, Ci .4e-G 6 allcyl, substitut ed Ci-to 
€ 6 atkyl, Q to C» oycloallcyl, oubstitutod to Cg Hs yoloalkyl, aryl, substi t uted aryl, 
carbon baaed he t erocyclic ring having in its backbone 1 to 3 het e roatoma, substituted 
carbon based heterocyclic ring having in its backbone 1 to 3 hcteroatomo, SOaCF arQR* 4 "? 
andNR ^R*^ 

RS-aftdrR 9 or e independent subotitnonta se lcctod from the group consisting of H 3 

Grte-G s allcyl, subotituted C^ -^G^o^ir ^ to C* oycloolkyl, substituted Q -tfr^a 
oycloallcyl, aryl, substitut e d - agy lr , carbon baaod h e t e rocyclic ring having in its backbon e 4- 
to 3 hotoroatomg, substituted oarbon based - he t e r ocyclic ring having in its backbone 1 to 3 
hotoroatomo, N0 3 , CN t and CO^ R 44 ? 

R 4 ^ ip soloctod from the group consisting of C+ to G> alkyl and substituted CM e-G^ 

alkyl; 

efr€R*R * compri se-ar sift memb e r e d ring having th e structur e : 



R^-aadrR^- aro independently soloctc d- from the group consisting of H, G»-*e-€<> 
a l kyl, substitut e d € y4e-€fi- fllkyl, aryl, substitut e d aryl, carbon baa o d het e r o c y c li c ring 
having in its backbon e 1 to - S -h otcroatoms, substituted oarbon based h e t e rocyclic ring 
having in its backbone 1 to 3 hotc g oatoms, acyl, substituted ooyl, aulfonyl, and substituted 
flulfonyl; 

and formula II is: 





12 
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n 



wherein: 

R r is selected from the group consisting of methyl, ethyl, and trifhioromethyl; 
R r is selected from the group consisting of methyl, ethyl, and trifluoxomethyl; or 
R 1 ' and R 2 ' are joined to form a spirocyclic ring containing 3 to 7 carbon atoms; 

and 

R y is sel e cted from t he g roup consisting - of Q to C4 alkyl; 
or a pharmaceutical^ acceptable salt, tautomer, metabolite, or prodrug of formula I or 
formula IL 

30(Currently Amended). The regimen according to claim 29, comprising 
delivering said compound of formula I o r formula II and said selective estrogen receptor 
modulator separately. 

3 l(Currently Amended). The regimen according to claim 29, comprising 
delivering said compound of formula I or formula Et and said selective estrogen receptor 
modulator in a single composition. 

32(Previously Presented). The regimen according to claim 29, further 
comprising delivering a placebo. 

33(Previously Presented). The regimen according to claim 29 which 
comprises 28 days. 
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34(Currently Amended). The regimen according to claim 33, wherein said 
regimen comprises delivering said compound of formula T -e g fonnula H and said 
selective estrogen receptor modulator for 14 to 24 days. 

35(Currently Amended). The regimen according to claim 33, wherein said 
regimen comprises: 

(a) delivering said compound of formula-I -e g fonnula II and said selective 
estrogen receptor modulator for the first 14 to 24 days of said 28 day regimen ; and 

(b) delivering said selective estrogen receptor modulator alonefor 1 to 11 
days bggamring on any day between days 14 and 24 . 

36(Currently Amended). The regimen according to claim 35, wherein said 
regimen further comprises: 

(c) delivering a placebo for 1 to 1 0 days during the period of time where said 
compound of fonnula II and said selective estrogen receptor modulator are not delivered . 

37(Currcntly Amended) . ?he A contraceptive r egimen comprising the 
periodic and discontinuous delivery of a compound of formula I or II and a 
pharmaceutical! v effective amount of one or more of a selective estrogen receptor 
modulator to a female of child-bearing age, wherein formula I is: a poording to claim 33 




I 



wherein: 

R 1 and R 2 are independent substituents selected from the group consisting of H, 
Ci to alkvl substituted Ci to C* alkyL C 2 to Cs alkenyl, substituted to C* alkenvl. 
C? to alkyoyL substituted C z to C* alkvnvl to C* cvcloalkvL substituted to Q 
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cvcloalkvl. carbon-based heterocyclic rin g having in its backbone 1 to 3 heteroatoms, 
substituted carbon-based heterocyclic ti n g having in its backbone 1 to 3 hetcroatom s, 

COR*. andNR B COR A ; 

or R l and R 3 are fused to form a ring selected from the pfoup consisting of a), b) 
and c\ wherein said ring is optionally su bstituted bv from 1 to 3 substituents selected 
from the group consisting of H and G to C_3_alkYl; 

a carbon-based 3 to 8 membered saturated spirocvclic ring; 

b ) a carbon-based 3 to 8 membered spirocyclic ring ha ving one or more 
carbon-carbon double bonds: and 

c) a 3 to 8 membered spirocyclic ring having in its backbon e one to three 

heteroatoms selected from the group consisting of O. S andN: 

R A is selected from the group c onsistin g of H. C. to alk vl. substituted Ci to Ci 
alkvl. arvL substituted arvl. G to alkoxv. substituted Ci to alkoxv. amino, _C i_to_C3 
aminoalkyL and substituted Ci to C* aminoalkyli 

R B is selected from the group consisting of H. C i to alkvl, and substituted C i to 
QalkyJi 

R 3 is selected from the group consisting of H, OH. Ci to alkvl, 
substituted C 2 to C« alkvL C3 to Cg alkenvl. substituted C% to. alkenvl alkvnvU 
substituted alkvnvl, and COR c : 

R c is selected from the group consistin g of H. Ci to Ca alkvl substituted Ci to & 
alkvl. arvl substituted arvl. Ci to C* alkoxv. substitu ted Ci to C& alkoxv, Ci to Ci 
aminoalkvl, a nd substituted Cj to_C 4 aminoalkyl; 

R 4 is selected from the group consisting of H . halogen, CN, NO*, Ci to C fi alkvl 
substituted Ct to C* alkvL C> to C* alk oxv. substituted G to Cr, alkoxv. Ci to C fi 
aminoalkvl. and substituted G to G s aminoalkyl; 

R s is selected from the group consisting of ( i) and ffiV 

ffl a substituted benzene rin g having the structure: 
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X is selected from the group consisting of halogen. CR Ci to alkyl, 
substituted Ct to alkvl. Ci to Ci alkoxv. substituted Ct to C% alkoxy, Ci to 
thinnlk yl. substituted C 1 to Ci thioalkvl Ci to ami noalkyl substituted_C.iioCi 
aminoalkvL NO*. C } to C, perfluoroalkvl , substituted C. to perfluoroalkvi 5 or 6 
membered carbon-based het erocyclic ring having in its backbone 1 to 3 heteroatoms, 
substituted 5 or 6 membered caifron-faased heterocyc lic ring havine in its backbone 1 to 3 
heteroatoms,_COR p . OCOR D . andNR E COR D : 

R D is selected from the group c onsistin g of H. Ci to & alkvl. substituted 
C Vto Q alkvl. arvL substituted arvl. Ct to Ci alkoxv. substituted Ci to alkoxy, Ct Jo 
C? aminoalkvl. and substituted Ci to C% aminoalkyl; 

R H is selected from the group consisting of H. C i to Ci alkvl. and 

substituted C \ to C ^ alkyl; 

Y and Z are independent substituents selected from th e group consisting of 
H. halogen. CN- NQ 2 . Ci to alkoxv* substituted C± to Ci alkoxv. Ci to Ca alkvl, 
substituted Ci to C* alkvl, Ci to Ci thioalkvL and substituted Ci to Ci thioalkvl: and 

(ii) a five or six membered carbon-based heterocyclic ring having in its 
backbone L 2. or 3 beteroatoms selected from the group consisting of 0, S. SO. SO?, and 
NR 6 and having one or two independent substituents selected from the group consisting 
of H. halogen. CN, NO? . G to d alkvl. substituted Ct to d alkvl. C, to Ci alkoxv, 
substituted _C L to Oi alkoxy, Crtp Ci aminoalkyl. substituted Ci to Ci aminoalkyl, Ci Jo 
C^ perfluoroalkvl, substituted Ci to Ci nerfluoroalkvU 5 or 6 membered carbon-based 
heterocyclic ring having in its backbone 1 to 3 heteroatoms. substituted 5 or 6 membered 
carbon-based heterocyclic ring having in its backbone 1 to 3 heteroatoms, Ci_ to Ci 
thioalkvl. substituted C, to C, thioalkvl, COR F , and NR G COR F ; 
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R F is selected from the group cons isting nf R C } to C? alkvh substituted 
C i to G alkvl- arvl. substituted arvl, C } to atkoy y- substituted Ci to & alkoxv, CiiQ 
Ca aminoalkvl. and sub stituted Ci to aminoalkvl: 

R° is selected from the gr oup consisting of R Ci to Cs alkyl, and 
substituted C 1 to Ci alkvl: 

R ti is selected from the group consisting of HL to Cx alkvl. andCiie 

Ci CCbalkvl: 

O 1 is selected from the group consisting of S. NR 7 . and CR 8 R 9 ; 

R 7 is selected from the group consisting of CK G to C* alkvl. substituted Cj to 
C* alkvl. Ci to Cr cvcloalkvl. substituted to_C^cvcloalkvl> arvl. substituted arvl 
carbon-based heterocyclic ring having in its backbone 1 to 3 heteroatoms. substituted 
carbon-based heterocyclic ring having in its backbone 1 to 3 heteroa toms, SO?CFi. OR 11 , 
andNR"R 12 ; 

R 8 and R 9 are independent substituents selected from the group consisting of R 

Ci. to alkvl. substituted C^ to C* alkvl & to C« cycloalkvL substituted & to C s 
cvcloalkvl. arvl. substituted arvl, carbon-based heterocyclic ring having in its backbone 1 
to 3 heteroatoms. substituted carbon-based heterocyclic ring having in its backbone 1 to 3 
heteroatoms. NO% CK and CO ? R t0 ; 

R 10 is selected from the group consisting of Ci to Ci alkvl and substituted Ci to & 

alkvl: 

or CR 8 R 9 comprise a six membered ring having the structure: 

Q 




R 3 1 and R 12 are independently selected from the group consisting of R C\ to C r, 
alkvl. substituted Cj to alkvl arvl, substituted arvL carbon-based heterocyclic ring 
having in its backbone 1 to 3 heteroatoms. substituted carbon-based heterocyclic ring 
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having in its backbone 1 to 3 heteroatoms. acvL subst ituted acvl. sulfonvl. and substituted 

sulfonvl; 

and formula II is: 



wherein: 

R r is selected from the group consisting of methyl, ethyl and trifluoromethyl; 
R 2 ' is selected from the group consisting of methyl ethyl and trjfluoromethyl; or 
R 1 ' and R r are joined to form a spitoevclic ring containing 3 to 7 carbon atoms; 



R 3 ' is Cito Cdalkyh 

or a pharmaceuticallv acceptable salt, tautomer. metabolite, or prodrug of formula I or 
formula n, wherein said regimen comprises: 

(a) delivering said compound of formula I or formula II for the first 1 8 to 21 
days of a 28 day regimen ; and 

(b) delivering said selective estrogen receptor modulator alone for 1 to 7 days 
following delivery of (a) . 

38(Currently Amended). The A contraceptive r egimen comprising the 
periodic and discontinuous delivery of a compound of formula I or II and_a 
phannaceutjcaHv effective amount of one or more of a selective estrogen receptor 
modulator to a female of child-bearing age, wherein formula I is: according to-okim 33 




n 



and 
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I 



wherein: 

R 1 and R 2 are independent substituents selected from the grow consisting of H, 
Cjt to C rT alkvl. substituted Ci to C*alkvl C a to Q alkenvh substituted to Cr, alkenyl; 
C> to Q alkvnvl. substituted Cy to alkvnyl, & to C q cvdoalkvL substituted Ov toC g 
ovdoa1kvh_carbon-ba$ed heterocyclic ring having in its b ackbone 1 to 3 heteroatoms. 
substituted carbon-based heterocyclic ring having in its bac kbone 1 to 3 heteroatoms, 
COR A .andNR B COR A : 

or R 1 and R 2 are fused to form a ring selected from the group consisting of z\ b) 
and c\ wherein said ring is optionally substituted bv from 1 to 3 substituents selected 
from the group consisting of H and Q to Ci alkyl; 

al a carbon-based 3 to 8 membered saturated spiroevclic ring; 

b) a carbon-based 3 to 8 membered spiroevclic ring having one or more 
carbon-carbon double bonds; and 

c) a 3 to 8 membered spiroevclic ring having in its backbone one to three 

heteroatoms selected from the group consisting of O- S and 

R A is selected from the group consisting of H, C\_ to C% alkvL substituted Ci to Cy 

alkvl. arvl. substituted arvl. Ci to C? alkoxv. substituted C L to alkoxv, amino, Ct to d 
aminoalkvL and substituted CMo C2 aminoalkvl; 

R B is selected from the group consisting of K C L to C* alkvl and substituted Ci to 
alkvl: 

R 3 is selected from the group consisting of H, OH, NH^ C } to C$ r alkyL 

substituted Cj to CU alkvl Ci to C* alkenyl, substituted to Q alkenyl, alkynvl 
substituted alkvnvL and COR c ; 
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R c is selected from the group consisting of C to C 4 alkvl substituted G toCt 
alkvl arvl, substituted arvL G to G alk oxv. substituted G to C* alkoxy, G to_C 4 
aminoalkvl and substituted G to d aminoalkvl 

R 4 is selected from the grout) consisting of H. halogen. CK.NCkJ^ JoC 6 alkA 
substituted G to Q alkvLCj to G alko xv. substituted Ci to G aikoxy, Ci to Q 6 
aminoalkvl- and substituted Ci to G aminoalkvl; 

R s is selected from the group consisting of (x) and (iiV 

ffl a substituted benzene ring having the structure: 




X is selected from the group consistin g of halogen. CM Ci to G alkvl 
substituted Ci to G alkvl G to alkoxv. substituted G to G alkoxv, Ci to G 
thioalkvl substituted Ct to G thioaJkvL C± to Ct aminoalkvl substituted G to_G 
aminoalkvl NO?, Ci to C 3 perfiuoroalkvl substituted G to C^ perfiuoroalkvl 5 or 6 
membered carbon-based heterocyclic ring having in its backbone 1 to 3 heteroatoms, 
substituted 5 or 6 membered carbon-based heterocyclic ring having in its backbone 1 to 3 
heteroatoms. COR° OCOR p . andNR E COR D ; 

R p is selected from the group consisting of H. G to G alkvl substituted 
C± to G alkvl arvl substituted arvl Ci to G alkoxv, substituted d to G alkoxv. G to 
Ci aminoalkyl and substituted G to aminoalkvl: 

R H is selected from the group consisting of H, C^ to Q alkvl and 

substituted G to Cg alkyli 

Y and Z are independent substituents selected from the group consisting of 
H. halogen, CK NO3, Cj to alkoxv. substituted G to G alkoxv, G to C4 alkvl 
substituted G to Galkvi Cj to G? thioalkvl and substituted G to G thioalkvl and 

fii) a five or six membered carbon-based heterocyclic ring having in its 
backbone 1, 2, or 3 heteroatoms selected from the group consisting of O, S, SO, SO?, and 
NR 6 and having one or two_indenendent substituents selected from the group consisting 



20 
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of H. halogen. CR NO.. Ci to C* alkvl substituted Ci to C 4 alkvl Ci to QjteY, 
substituted C } to alkoxv^d to £a aminoalkvl substituted Ci to atninoalkYly CiJo 

perfluotoalkvL substituted Ci toCg nerfluotoal kvl. 5 or 6 membered carbon-based 
heterocyclic ring having in its backbone 1 to 3 bete roatoms. substituted 5 or 6 membered 
carbon-based heterocyclic ring having in its backbone 1 to 3 heteroatoms, Ci to C 3 
thioalkvl substituted Ci to_a thioalkvl C OR F . andNR G COR F ; 

R F is selected from the group consisting of H> C i to alkvl. substituted 
to C3 alkvl. arvh substituted arvl C^to Q alkoxv. substi tuted Ci to & alkoxv, Cilo 
Ci aminoalkvl and substituted Ci to Q aminoalkvl: 

R G is selected from the group consisting of H, C± to C* alkvl and 

substituted C L to alkvl: 

R 6 is selected from the group consisting of H. G to Ci alkvl and Ci_ to 

C A CChalkvh 

Q 1 is selected from the group consisting of S. NR 7 . and CR 8 R 9 ; 

R 7 is selected from the group consisting of CN, C) to_C_6 alkvl substituted C^ to 

Qs alkvl Ci to Cg cvcloalkvl substituted C% to C« cvcloalkvl arvl substituted arvl 
carbon-based heterocyclic ring having in its backbone 1 to 3 heteroatoms, substituted 
carbon-based heterocyclic ring having in its backbone 1 to 3 heteroatoms, SOiCF*. OR 11 . 
andNR"R 12 ; 

R 8 and R 9 are independent substituents selected from the group consisting of H, 
C ^to C g alkvl substituted G to C* alkvl C^ to Cg cvcloalkvl substituted C^ to Q 
cvcloalkvl arvl substituted arvl carbon-based heterocyclic ring having in its backbone,! 
to 3 heteroatoms. substituted carbon-based heterocyclic ring having in its backbone 1 to 3 
heteroatoms. NCK CN. and CO7R 10 : 

R 1Q is selected from the group consisting of Cj to Ci alkvl and substituted C : to 

alkvl; 

or CR*R 9 comprise a six membered ring having the structure: 
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R u and R n are independently selected from the gr oup consisting of H. Ci to C* 
alkvl. subst ituted Q to alkvl, arvl substituted arvh carbon-based h eterocyclic ring 
having in its backbone 1 to 3 heteroatoms. substituted carbon-base d heterocyclic ring 
having m its backbone 1 to 3 heteroatoms, acvl substituted acvi su lfonvl and substituted 
sulfonyl; 



and formula II is: 




n 



wherein: 

R r is selected from the group consisting of methyl, ethvl and trifluorom ethyl: 
R 2 ' is selected from the group consisting of methyl. ethvK and trifluorom ethvl: or 
R 1 ' and R r are joined to form a spiroevclic ring containing 3 to 7 carbon atoms; 

and 

R 3, isC i toC4allcy.l; 

or aphannaccuticallv accep table salt tautomer, metabolite, or prodrug of formula I or 
formula IL wherein said regimen comprises: 

(a) delivering said compound of formula I or formula U and an estrogen for 
the first 21 days of a 28 day regimen ; and 

(b) delivering said selective estrogen receptor modulator alone from days 22 
to 24 of said 28 day regimen for 1 to 4 d are. 



22 

PAGE 23/33 * RCVD AT 8/1/2005 4:13:39 PM [Eastern Daylight Time] * SVR:llSPTO-ff XRF-6/25 * DNIS:2738300 * CS1D:215M05818 * DURATION (mm-ss):08-18 



08/01/2005 15:15 2155405818 



HOWSON AND HOWSON 



PAGE 



24/33 



AHPWA25AUSA 

3 9(Currently Amended). Th e melfead A contraceptive regim en comprising 
the periodic and discontinuous delivery of a compound of formula I or II and a 
pharmaceutical^ effective amount of one or more of a selective estro gen receptor 
modulator to a female of child-beating age, wherein formula I is_:_a e oordmg to claim 29 

I 

wherein: 

R 1 and R 2 are independent substituents selected from the group consisting of H, 
C : to alkvL substituted C i to C fi alkvl. to C* alkenvL substituted C? to C* alkenvl 
C 1 to alkvnvL substitu ted C ? to alkvnvL to Cr cvcloalkvl substituted C? to C R 
cycloalkyU carbon-based heterocyclic ring having in its backbone 1 to 3 heteroatoms. 
substituted carbon-based heterocyclic ring having in its backbone 1 to 3 heteroatoms, 
COR A . and NR B COR A : 

or R 1 and R 2 are fu sed to form a ring selected from the group consisting of a), b_) 
and c). wherein said ring is optionally substituted by from 1 to 3 substituents selected 
from the group consisting of H and d to alkvl; 

al a carbon-based 3 to 8 m ember ed saturated spirocycljc ting: 

b) a carbon-based 3 to 8 membered spirocvclic ring having one or more 
carbon-carbon double bonds: and 

c) a 3 to 8 membered spirocvclic ring having in its backbone one to three 
heteroatoms selected from the_gro np cftnaigtin ft of O. S and N; 

R A is selected from the group consisting of H, to CN alkvl. substituted O to C3 

alkvl, arvl substituted arvL Ci_ to alkoxv. substituted Cj to Ci alkoxv, amino, O to 
aminoalkvl. and substituted Cj to C? aminoalkvl: 

R B is selected from the group consisting of H, G to alkvl and substituted Ci to 

alkvl: 
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R 3 is selected from the group consisting of & OH, NH^ Ci to C* aUevL 
substituted C i to alkvl Ci to C$ alkeny l, substituted q to C A alkenvl alkynvl 
substituted a lk ynvl and COR c : 

R c is selected from the group consisting of H. G to_C_4 alkvl substit uted Cj tofa 
alkvl arvl. substituted arvl. C . to C A alkoxv. substituted Ci to Ci atkoxy, Ci to C 4 
aminoalkvl and substituted Cj to C* aminoalkvl 

R 4 is selected from the group consisting of HL halogen. CN. N(X C L to C* alkvl 
substituted Ci to C* alkvl C i to C* alkoxv. substituted Ci to C* alkoxv, Ci to £g 
aminoalkvl. and substituted Cj to C* aminoalkvl; 

R 5 is selected from the group consisting ofjj) and fii>: 

Ci) a substituted benzene ring having the structure: 




X is selected from the group consisting of halogen. CN> C\ to Ci alkvl 
substituted C i. to C 2 alkvl Cj_ to Ci alkoxv. substituted Ci to Ci alkoxv. Ci to C^ 
thioalkvl substituted Ci to Ci thioalkvl Ci to Ci aminoalkvl substituted Ci to_Q> 
aminoalkvl NO?. C \ to Q perfluoroalkvL substituted C \ to C^ perfluoroalkvl 5 or 6 
membered carbon-based heterocyclic ring having in its backbone 1 to 3 heteroatoms, 
substituted 5 or 6 membered carbon-based heterocyclic ring having in its backbone l_to_3 
heteroatoms. COR D , OCOR D . aadNR B COR p : 

R p is selected from the group consisting of H, Ci to C^ alkvl substituted 
Ci to Q alkvl arvl substituted arvl C i to & alkoxv, substituted C\ to Ci alkoxv, _Ci to 
C* aminoalkvl and substituted C± to Ci aminoalkvl: 

R E is selected from, the group consisting of H. G to C^ alkvl and 

substituted Ci to Cj alkvl; 

Y and Z are independent substituents selected from the group consisting of 
R halogen, CN, NO?, Ci to C? alkoxv, substituted Ci to C% alkoxv. C to Qalkvl 
substituted Cj to Ca alkvl. & to Q thioalkvl and substituted C i to C^ thioalkvl and 
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a five or six membered carbon-based hetero cyclic ring having in its 
backbone L 2. or 3 heteroatoms selected from the g roup consisting of O, S, SO, SO?, apd 
NR 6 and having one or two independent substituents selected from the group consisting 
of H. halogen- CNL NO^. Ci to C4 alkvl substituted_Ci to_C 4 alkyLGi tp Ci alkoxy* 
<uh*t\ tilted & to C-i alkoxv. Ci to Ci aminoalkvl substituted C1 to C? aminoalkvl Ci to 
& nerfluoroalkvL substituted Ci to Ci perfluoroalkvl 5 or 6 me mbered carbon-based 
heterocyclic ring having jn its backbone 1 to 3 he teroatoms. substituted 5 or 6 membered 
carbon-based heterocyclic ring having in its backbone t to 3 heteroatoms, C j to_C3 
thioalkvl substituted Ci to thioalkvL COR F . and NR G COR F : 

R^' is selected from the group consisting of R Cj_ to Ci alkvl substituted 
C] to Ci alkvl, arvl. substituted arvl & to C 2 alkoxv, substituted C \ to C 2 alkoxv, C^ to 
Qa aminoalkvl. and substituted Ci to ammnalkvl: 

R q is selected from the group consisting of EL C t to alkvl and 
substituted C L to alkvl: 

R c is selected from the group consisting of HL C* to alkvl and Cj to 

C 4 CO^alkvh 

O 1 is selected from the group consisting of S. NR 7 . and CR*R 9 : 

R 7 _is selected from the group consisting of CM C L to C* alkvl substituted & to 
C fi alkvl Q to C* cvcloalkvl substituted C? to Cs cvcloalkyl, arvl substituted arvl 
carbon-based heterocyclic ring having in its backbone 1 to 3 heteroatoms. substituted 
carbon-based heterocyclic ring having in its backbone 1 to 3 heteroatoms. SO^CF^ OR 11 , 
andNR n R 12 ; 

R 8 and R 9 arc independent substituents selected from the group consisting of H, 

Cj to Ca alkvl substituted C i to Q alkvl to Ca cvcloalkvl substituted & to Cg 
cvcloalkvl arvl_substituted arvl carbon-based heterocyclic ring having injts backbone 1 
to 3 heteroatoms. substituted carbon-based heterocyclic ring having in its backbone 1 to 3 
heteroatoms. NQ 2 . CN. and COjR 10 : 

R 10 is selected from the group consisting of to C^ alkyl and substituted C) to & 

alkvl; 
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or CR 8 R 9 com prise a six rnembered ring having the structure: 




R u and R 1 * are independently selected from the group consisting of H, to 
alkvl substituted G to Q ? alkyL arvL substituted arvl. carbon-based heterocyclic ring 
having in its backbone 1 to 3 heteroatoms. substituted carbon-based heterocyclic ring 
having in its backbone 1 to 3 heteroatoms, acyl substituted acvl, sulfonvl and substituted 
sulfonvU 

and formula II is: 




JI 



wherein: 

R r is selected from the group consisting of methvl ethyl and triiluoromethvl; 
R 2 ' is selected from the group consisting of methyl, ethyl and trifluoromethvl; or 
R r and R 2< are joined to form a spirocvclic ring containing 3 to 7 carbon atoms: 

and 

R 3> is C\ to CU alkyl; 

or a pharmaceuticals acceptable salt tautomer, metabolite, or prodrug of formula I or 
formula II . wherein said regimen comprises 28 days and the steps of: 

(a) a first phase of the compound of formula I or formula n and said selective 
estrogen receptor modulator to be administered or for the first days 14 to 24 days of said 
regimen; 



7.6 
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(b) a second phase of said selective estrogen receptor modulator to be 
administered days for i to 1 1 dayso f said regime n beginning on_any day bgtwggi 
days 14 and 24 ; and 

(c) a third phase of an orally and pharmaceutical^ acceptable placebo for 
days-1 to 10 days of oaid regimen or a third phaoo in which component phase ( a^ or (b) is 
not adnnmstered-fe* days 1 to 10 days of oaid regimen . 

40(Currently Amended). The method regimen according to claim 39, 
wherein: 

(a) $aid first phase comprises 14 days; 

(b) said second phase comprises 7 days; and 

(c) said third phase comprises 7 days. 
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